d9) a *m#Vf fr ( j p) 



(12)^tF p1F 



(45)3SfrB ¥^9^(1997) 1 2^24 3 



(51) Int. CI. iSS'JIB^- 
A61K 47/48 
9/00 

31/70 ADU 
47/42 

C08G 69/10 NRN 



<ii)ttlW» 

^2694923-^ 

(24)S»B ¥fi£9¥(1997) 9 ^12B 



F I 

A61K 47/48 
9/00 
31/70 
47/42 

C08G 69/10 



m^moWd (4 7 1) 1IIII:I< 



(21)ffiH#^ #S¥7-211596 
(62)»*oai« #S¥l-1 16082W^f!j 

(22>aHB ¥(&l¥(1989) 5 AUB 



(65)4>Pj#^ 



«rgB¥8-310970 
¥fi£8¥(1996)llJ3 26B 



(73)#W«I# 396020800 

«fEEna;nnm*"i4Ti i#8# 

*M^MK*ti3-17-6 
(72)§gBJ^ 1591? ift* 

^^mW*mHS<5-4-808 
(72)f8K# M-W -I'J 

=F^mttrtT±^1083- 4 ffifkyHl 

- 9 

m)%m% ojBa aij^p 

JK«««i*KtW»"I6-10 Wif B]7W 

y l -60i 
<74mSA #a± ¥* tttti 



(54) [fgB>!««W] acfcttSa^ftESIKSiJ 



(57) m&m^&m: 

CH 3 -^-0CH 2 CH 2 -^-^NfKCOCKNH)-^ 

I 

CH2COOH 

(S*, nfi5~400. mttl~300. x 0 ~300CD^3& 



2 

3 m 2 ro-tr ^ x > h t s> & s y a ^ ■=> & 

[»*«6] TBS I : 
Htl] 

-H 

(I) 

[*sMI7] TIES II : 
Ufc2] 



2 6 9 4 9 2 3 



CH 3 -(-OCH 2 CHz ^-h-NH(COCHNH>s-H 
CHzCOOCH, 

(iC^, n«5~400 , mtt 1 -300 ©^Sr^T. ) 
T*^ 5 n Z> 7 a y ^S^{£ £ 7 )V ts U m^KM? % Z\ 

t z&mt-f&m&m 6 mmv>-7~u yi?&m-£;#omi& 
ism. 

[0 0 0 1] 
[0 0 0 2] 

6&S*^#U-7-^ 2-3«)&#£32S^JlB^|B|KS 

[0 0 0 3] 
[0 0 0 4] 

CH 3 -^0CH 2 CH z ->-r-NH(C0CHNHW-r- 
I 

CHjCOOB 



<2> 



(II) 



^ 2 <D^?*yh\zM®*W&mzmx-$-z> 

z\t-c\ Z:(D%i2(D-tif*>hl$.ft$:m*&it-TZ>ZLii 

\z&o. &2o>-£?*> h&ftmz, mio>n?*>h 
0 £Kmt?z*^)l£Bi&Zi£Z>z\tT'M®)<nmA\zt4 
o*®tk<D{&T. tim<D3if&$ : &]<Z\t\Zl&xl)Ltz*(D 
0 . *mn% £> *«BBfS LfcJfiS^ftBSms -trJU£ 

to 0 0 si -r^t>%, *5BWH. a*tt-fc^>h 

[0 0 0 6] £blc, *^BJ«, «*tt-fe4f*>hi:. 

[0 0 0 7] 
[ft 3] 

-(C0CH 2 CHNH) — «— H 

COOH (I) 



+ . nfc£5~400. mte 1 -300. x«O~300OTfiS: 

**-r. ) 

[0 0 0 8] T'^^n-5yD>j/i7«S^^T'$)S„ SS> 

CH, -<-0CH,CH» -)tNH(C0CHNH>5— H 



CH 2 CO0CH, 



[0 0 0 9] 
[ft 4] 



+ . n « 5 -400 . mte 1 —300 <Dm%H&m.-?« ) [0011] 

[ooio] T*sn*^D!/?fti&#s7;^uin 40 [ft5] 

CH 3 -(-OCHiCHa 4-t-NH(C0CHNH ) ( C0CHzCHNH)-i- 

I I 

CH 2 C00H COOH 



(I) 



(5t+. nfi5~400 . mfct 1 —300 . xteO-300 © 
It^it. ) 
[0 0 12] TwStlS ^□y^fta^#:©Wjfi*ffiT 



U \i=.)\-7)Vzi-)V, #iJ*^*yjMtXXy-;k #ij 
^LT*7K{t-r-5»^2CD-tr^^>Hi:LTtt. 



( 3 ) 

5 

%m, ^'JJML'y^yF, JUST )\>1-)Vm&Z> 
[0 0 13] HC, ^2ot^/>hi:M^^t5li 

mm&&Xtmm> 7\sK*-mm. mm 
^mm. ^mss^mm, mitm^mm. *)^>ffl. 

tl£>. 10 
[0 0 14] fiTRC. jRiJX?'u>y>Jn-;i/»*{*:fi 

'J 7X^7*>St ^> > h Cfi^S tfcf 

[0 0 15] II WJl?l/>i'U3-;i'i^ l J7 
XA° 7 3 s >i£<£> 2 ^M^n-^a/KU V-T-, 
tft# >»J<7) T H U 7 V-f > £ # ij T X/t 7 ^ >^©fflij 



4#ffF2 6 9 4 9 2 3 

6 

[0 0 16] ^©jS5»^kE3e©^tt. «TWS^^ 
tcjK-rri< 0-^>v;p L-7XWf-hN-* 
;U#>K«t7Ml!l (BLA-NCA) tf-*Sg;* h*~> 

>^U =3-JK^i250~1800) SPBtefidt bT«-&S 

7XA^t-F) yP-yi7n#U-7- (PEG-PBL 
A) *HTXOPEG-PBLA&7MUJ07K 
»»bT*5EMoa|!»S«ffflS#-e*«3l?Ux5 1 U>^ 
ljD-j|/-#IJ7^/t7^>t^D7i'3#lj7- [P 
EG-P (Asp)) £f#-S>„ HOPEG-P (Asp) ©7X 
^5^f>»aS©8OX**7JI/*Ulni**)-»O|BfC0 -T 
S FfcbTUS. -WP EG-P (Asp) \ZiKJ1ymv>7 
h''J77-f-»t*gtt*J«y^SF (EDO £}J0 
^5^tC<t07F'J7?'f-»©ll7Syit*U 

7 x a 7 ^ y ^ > h oamh* )Vt£* t ©m 

\Z7S. KiB'&SJBritS-a-T. ifiS^YbEaiPEG-P 
CAsp(ADR) ) ft»*difcJ:0ff5. 
[0 0 17] 
[ft 6] 



¥fVf 2 6 9 4 9 2 3 



CH 3 4-0CB,CH 2 4-ts-NH* + NH-CO-. BLA-NCA 

i j:o 

CH 3 -PEC-NH 2 CH-CO 
I 



CH 3 4-OCH 2 CH 2 -) — — NH (COCHNHhs — H 
I 



CH 2 COOCH 2 <^C?> 
ICHNHhs— H 
CH s COOCH 2 ((3) 



PEG-PBLA 

CH 3 -(-OCHjCH, -) — — NH(COCHNH ) ( COCH 2 CHNH3 — ; — H 
CHeCOOH COOH 

PEG-P(Asp) 

CH 3 -fOCHjCHj -^-NH(COCHNH ) .-. ( COCH2CHNIB — i — H 
I I 
CH 2 C0-R CO-R 

PEG-PCAsp(ADR)] 

0 OH 

<5S*. r (i oh (i^r^Sr^W^T^Q^" 10 " 



CH,0 Q OH 0 



L, n it 5 ~40O. m 1 ~30(k *5 <fc x ti0~300co 8E&£S 
L, R <0'J>tt < £ 1 -3Ja±tt o oh 



CH s O 0 OH 



COCHtOH 
DH 

0 



[0 0 18] ±|B(C*5^T#e.n^PEG-P (Asp)& 
OTEG-P CAsp(ADR) ] Ci^fntj^tlltL 
TS9S&&©-C»S. #U TX/~?5^>m (PAsp)SB# 
CD^^iti 1167^<=>35,000£ThT^T$>9, 7H 
U77-f (7XA7^>ffi?MCMLT) tt 

PAsp ro^^a^l900»«^12~33mol%, 10,00 
0<Dm& 3 ~37mo 1 % <D fc <D £f#T ^ -5 . 

[0019] ^bfciS^g*«^Tn©«^*>iSs^ 

20mg/ml) LTfc*©*»tttt«fc*rO»-5. 
[0 0 2 0] ^LT. ^OiiS^fkElgttTCCDT FU7 
(ADR) KJt^TE*<i:U-T©S5(r«fcj£te£ 



£^fi£T"5= ^CDSiz^ro^^te^Onm;^ 200nm© 
D S WiisSD t t> v \Z ^ XS L t^ft fWi&STifc -5 t 

^BfcOtt^iSttttSSl (*^J3#M) (-^TTJ; 

[0 0 2 1] 

[SfcHSflll] /3-^>^;P L-7;U/^P5"-h N- 
#;U#>gE«*#J (BLA-NCA. 7.21g) £N, 



( 5 ) 

9 

N' -y^fMM75H (DMF) 12ml Clig^U 
i7nn*;i,A60inl£Jjn*£o H"*iS^ h^->S)t*^T 
5 ya<757HUxg 1 U>^'J n-Jl/ (#^fl;4300) 6.00g 
<£^7 P D*;PA60ml C»*>bT-t-©j$»E4 B L A - N C 

jl,x-^JUK^TLTi£iStL£tf U^-£ai®T-[5]iKL 

Ux5 1 u->^ij n— ;i^-#u (/3-^>^ju l-7x 

/W5r- H ^P7^3#'J7- (PEG-PBLA) 
£f#£o JR» 10.09g (84%), 10 
[0 0 2 2] PEG-PBLA 10. 03 g 1 00ml ?OD 

•fcii^zfefr-t. * : : i --tun;-)\,= 

1:1:2 mmm&) t:i7kgHt:-}-HJOA£0.43Nig 
t^tzT^tl U P E G - P B L A^^iCiP A. 

So ^©7Jl^ UW^MtePBLAgBft-W^v^XX 
5";UW1. S^t'/iSi^t'L-feo Ot, 10^^<«A, 
«. 2LOyxfjH-rJH;)«TtS. £tSSLfc#'J 
v-Sr^gijLT, 20ml0^e7KlC^^L,TSpectrapor 7 
S«rl (5H^S#iS=1000) *ffl^T7K^T-39B#r B 1S*T 

MFMcD^^*Si^^bT^UX^U>^U3- 20 
^-#U7Xyt7^>i^P7^3#ij7- CPEG- 
P (Asp)} 4X1:3. 94g (49%) . ;i©7"a-;/i7 

n#'J V-ggl#S9. 17<@©7X/15=£>&g|gd<<fc 
SCirt^o h>NMR©^5tK«fc0fc>;^o*:. 

[0023] Z.<D CPEG-P (Asp)] 230. 3mg £ 1ml 
(DM%7H\Z®frLT*3 < . 7" H U 7V-f ->>ifii|ifi349. 
2 mg£ 260ml ©DM Ffc»a»L. 1.3f^i©h'Jlf 
^7 5 >$»nA-5„ 7FU7?'f-»gil: (PEG- 
P (Asp)] TK^Jg^SDX., ^eiCTK^tt^^^v-f 5 H 

(EDO £ 886mlfiDx.T. 0 tT 4 TOK (i/ut 30 

•€-©«, *»tt*ws;'f5i« 886mi*t>-5— «in 

AT^iaTl9^W^< KfcM€;m& Spec t rap 

or7g#rffi£ (#^S#H=1000) SfflHTO. 1 Mgfg^ 

h u ^ Ats««E (pH4. 5) ^t- 3 «prais«fr S. I*r«. 

AmiconYM30©^T'K^«j®L-T*KJS©7 H U 77^f -> 

7-PEG-P CAsp(ADR) ] "f07H'J7V-f-» 

7X/^^>ilSCTLT 31mol%T<feo 
£. (485nm«©iRJ;i9) ^l©fIT, #UXf|/>^ 
U n-;K75^S^*4000^e,6000, 7d 7 ?3# i J7- 40 

7V-T v->^#9mol%^637mol%©fc©#^fi£T 

si v?xP388ajftusK»-r*st* 



#f4F 2 6 9 4 9 2 3 

10 

[0 0 2 4] C*J6fl»J2) PEG-P (Asp(ADR) ] 
(P EG©#-^»4300. ^□y^n^Uv-lajESiae) 
IWOTW? 7HU77-fy> 31mol% 
©t>©) ©U >»«3B«(pH7.4)+T©5-fe;UgttU— 
tf-ftUfc&K: ± OS»¥E357nm. &¥^49nm t j»£ * ti 
fz (@5#I) „ m3 t^T.fe'Ptw^l/^jgHP 

(sds) ©ffiiniKiOTcoe-^ro^^fflc^* 

ffliJtC^ffij-r-£»CiJ;0, SDStX«t«M» : F«5-fe;KO 
S7c. S4IC^T<i;5tc, 7FU7 

fiJ-&Ot)© : fo30nm^ 680nmCOjSg*#-r-5 5 t^T'J&o 

[0 0 2 5] 0 2 « pH7. 4 © U >Sfig«^* (37*C) 
T'7 r-' U 7?^f ->>*NHr©485nm ©ffi*iR$S3?£Sfc?Wt:: 

ii»bfct>©T»a. 7 h* u 7-7-r i ommvxfo 
i68«fWHiia«t>«j90!«©!aiR*t««Fsn. a& 

[0 0 2 6] [*&60iJ3] CD F 1 ^ X©T ^ X tr P 38 

K£3*aMcK:Sa*L&PEG-P [Asp (ADR) ] 
(PEG©#^*4300, y'D-y^n^'J 1*^^01 
7fi©7X/t9^>»»a. 7KU77-f ->>31 mo IX 
©*>©> MErticK-S-L-fc. n>hn-;p (ia»i:t 
gft:fcK£&#) K*tTS£l¥BR©J* (T/C) i{* 

^T. 7HU77-fy> (ADR) T«T/Cttg^; 3 
81%T*-5©{r*fLK^ : f'ft;|g^T?«ADR^ 200mg 
/kg fcT49 0 K£U:fc<r>3**&ffi£ftfc. SSfcfflfe 
fflO«^tSt#l»'>l:*t>Tt)ADRtT/C^ 3 
81%f#en7c^#a^*^T12.5%©^'>**L-7c©t3 
*fU SI^{r:l5^T-«^7. 4%W«'>UT^ 
^. C©CiJ;f9. ^ritUfcifisa^fcEBttADRKtt; 

[0 0 2 7] 
«1] 



u->^;i/ t/c«) ttaasfl: 

(mg/kg) HIS" (5 HI) 



ADR 7.5 15.3 191 t 4.4 

ADR 15 30. 5 381 -12.5 

ADR 30 6.5 81 -17.1 



PEG-P (Asp (ADR)) 
PEG-P(Asp(ADR)) 
PEG-P (Asp (ADR)) 



200 



32.5 
>42.0 



DjRjftl : 8. 0 ~8. 6 B 

[0 0 2 8] 

[SI] #»91©SS$HMfcE*«»JPEG-P CAsp(A 
DR) ) C|jgWlT»5. 

[13 2] 7KU77-f-» (ADR) Rtf#3Bgi©i5# 
?<bSat8fl P E G - P CAsp (ADR)) «485 nm<D© 



[0 3] ^^©JfiS^-ffcEHSlSIPEG-P CAsp(A 
DR)) . &tfR88»Jfc#ffii£tt»JSDS*iiA.fc*£' 

©yjp5aHPLct«t*»«f«r***-rBiT?*s. 

[0 4] ^MOH^jfcESaiaSiJPEG-P CAsp(A 
[0 5] ^fgiflOSSSHMfcEgaiaiPEG-P CAsp (A 

dr) ) ost^gcMwisi/- y— 3C*afc«fc o 



[0 1] 



— mr 

[03] 



JL 




200 

pH 7.4V>n*MB5R* (sro 



log(ADR)/tM] 
■ : PEG-P(AspCADR)) + 2V.S0S 
d: PEG-P<Asp(ADR» 



0.1M»Ka«3S*(pH 4.5) 




PEG-P(Asp(ADR))+2*SDS 

6 to" , 
attiiiMt Cm, > 



20 39 83 176 371 tt?S(nm) 



»^:Asartpak GS-530 
S«t:0.1M'J>»MlCa(pH 7.5+O.M Nod) 



( 7 ) 



f#ff 2694923 



(51) Inl. Cl. s SS&JfB^ )Tl*I^S!#-5f FI &ffiig5K®BFr 

C 0 8 G 69/40 N S P C 0 8 G 69/40 N S P 

69/48 NRH 69/48 NRH 

(72)fgBjigf #_k (72)fgBJ# g=£ 

^Mli5a&E=f^BI4 -12 +r-xf-> M^USh)\mM±^ 5 -26-25 

v>-> 3 >^^.HT206 



